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(57) Abstract: It is intended to provide a medicinal composition for transferring a chemotherapeutic agent (preferably an anticancer 
^1 agent) into a cell or a living body by using a virus envelope vector. For achieving this purpose, a medicinal composition characterized 
by containing, as the active ingredient, a chemotherapeutic agent encapsulated in and/or combined with a virus envelope vector 
capable of inducing immunity is provided. Thus, an anticancer agent, which has been encapsulated into a virus envelope vector, can 
be introduced directly into a tumor. By using together with another anticancer agent, it is possible to induce antitumor immunity 
specific to tumor cells caused by HVJ-E adjuvant, thereby reducing the tumor. Moreover, a medicinal composition characterized by 
containing, as the active ingredients, a virus envelope vector and a chemotherapeutic agent is provided. 
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CD4 Me^Wn°- T&J&^^ggfr&gJ fc^fc LT V > * r <t ^*g£ (North RJ. 
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^COCDS^TMCCTD^.in vitro XW.mM&)MJ&*^ U (Wanger H. 1980), 
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20 &ffi3^J&fflpraB-C&5„ $ bt-CTL25S^$tlTV>S(Ct^t)bi*, 
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&X'$Z> 0 

7, (Hemagglutinating Virus of Japan, HVJ £ 9 ) £W 5 r. t tfXZ 
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Immunol. 2003 Dec l; 171 (11) :5931-9. , Takahashi T. et al. , Int Immunol. 1 
20 998 Dec ; 10 (12): 1969-80. HVJ-Elt '&5£<DM1foWX7r;1r 1 *5 «9 , TiNfl/J& 
^frWfJ-^^eSr&^-t-r £fc<* W*H4Ti(W&CD4 + CD2 5 + 

0* LVMk^SRifeffJi: 9 s>1zZ&m*f bfrZo 
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10 te&ttzw^te^xn. it^mmmt lt#£ l< \m.mm^x.nvmm^m 

4 • xf/n^v^y • ydyjv\fi/y • ^ h^f-f-^ h oyW> h^^f- 

^!)/f*y^y^hf^yi> v*-*:/^:^ ^hi/^by'hv'y > 5- 

20 ^ftb^||g^ftKf^£;ft,£:&£^f 5^ £#T*£5„ 

&} \Z. ft?* Uj-r 4 i/ y (Bleomycin) £ fc <7)|g Jl^lft $ ft 5 *^ 5 V > fi 

^p^><^V(Peploraycin)*fcl«0||a^W^^$tb*JfiS:^frf 5- 

>C v-vSr^ff 5 r £ ^T'£ So 
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splatin:CDDPK Z> J^7$'? 7 ^ V (carboplatin [paraplatin] :CBDCA) , 
^^(nedaplatin)^©S'J^tifi^^^S*-t-So 

%mmt LT^ffcltt^te, M*.tf**y V >&s h7D A(ormetoprim: 

OMPK h V /> V ~7 V A (trimethoprim) x l^/l^T^k fcXifc"T<{ ^^i/V 

io mmmt LxxvMftmaz, mz-&mm. %m. m<mm. mmnrn, mx 
&m®<D& s mm^mm^m, •w-fcutem, B&»y<m, m^mm, & 

w*.&m<m&t Lxwm, *mm, -k^mm*. mm&mt Lx±mm. 
nmm. mm&. mmm, nmm*$&. sAfis^iitu^, if 
15 mm. =f-nm&m*. mmmmm<o&t vxmftmm, mmm^ wi> was • 
its, ttftm, bjkjh* &mm&&m7&zb&xzz. 
znb(om^m<D^xh. zv&mtttt&tLxi*. &mm. &mm^mm. 

20 # if) , ttmm* wmmm, tom, mzmm, mmm&mif % - <t a*-ct 

o 7 7- - s j =* n n -mmm =f- (gm-csf) tp * ^ ® # *r & m-f % n z> □ 
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ft tsfcSpmvm £ fc £ * 4 * ><< o - ^ fet A-T SlSCis 

pUSh}) (Triton) X100, y* = — /Ufifc <Z>46, A'fift*fctt*: 

Jlftfft^fi, ^mmtmsffj VJ/isX^y^v-? (hvj-e) c£>«£&W;:<t 
HVJ-E ^St«»J*fctl^iEii»JSritAi-«*^t-«:^ 

xJf, TEi^Sr^(10raM h V ImM EDTA [pH8. 0] ) % PBS ( }) l/ffltWtf£iW) ^& > M'ElM 

w u£/b-c£ p h a* 6-9 (Dmmmrn^. tv\ 
±ie © EHJifl^^ << i^x-v^u-^mxxs tzttmmt. tc &&&&& 

is « % mzt£mm<Dfomm<om^kmm<Di><Dt£¥*mtfzz. t&x 

±IEE3iSifi*fcfcoS-£Ste. 1ti1kB%<D*m • ftfi • ^flg, Jft#;frifcft if id J: o 
25 Tt>&ft<5fl5,fiBA^fci?<E>l 0*«i: LT*tfaS8l«r£tA Lfc r^/u^^n- 

?<»m.&m\z.^x^ fti&m&wx.tt'7i'*-*''( *>><oi&&, i5~30m g ^fifi 

19 
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&.m&mm & m a l it $ -r * ^ o - k *s v ^ t & , m *. wr gm-csf 
e>&3\ 100 jsfrb 2, ooo Tjmuum^-r^mm^ u\, 

£fc HVJ-E <k LTilSfi, 40-400, 000HAU £ N 0£ U< it 1, 200—120, 000HAU 

^ £ <b u < n 4, ooo~4o, ooohau &*§:-$-i-5 0 

15 ^T://P#|&^|§7f^k ttftftk i/D^4^jt«, £fcfi, £#t#k 

£#k «tiR#k *&#k /ftttfflk ftftttttftk PiSfcflk fUb#k 
20 ^tl5 0 

IK^Ji: LTtt, :/K*fik D--^~ TA^AJik 

-A-tf d y k>\ #y trsi/uT/V'=— /u*^, m^l<b Ltii^fry >-gk 
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tK, *kmtf)'ki&7kte¥tiK mmmt una, {£g&£t Kn^^o tvn^p- 
a, Tyyfr^K, w?y, *y x^t }) ^mry-ty y, #ytr 

20 ^^-KIJAU in vitro ^T'filg^^^^l^ ri:ft< 
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til&m £0rfl§ ft V * L£TA Lfc ? <i >v*x. y< p —-f^t * -IS, in vitro UK 

48^ggit5„ ^WJjm^ftflMc^*^ hfeSWiWST assay (£iNfll&<0 
h^Sfc : cell counting kit-8 N iBjfcft;^) <fc «9 ^ 5 * UV\ 

* HV J -E fcfii*»J«r'&WU , r4SBiJSI»fife*SriiWi-a. 

±J6Lfc«fc 5/J:^^^ = ^p— ^OtrL«»i©#A«!!a!«rfT*>* 
20 <Tt«tV\ 

frfrzmmm&mz^&itzmmmt urn, tk^t 
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tepg^£*ii\ gfamamMffi. thmmmm^zmfz^ t&x$z> 0 znh 

M'JUTOKttiifiSM. WM> M • ^ffff. fftJMftfc MRU 

Tfcftft5*s, #J*itfT Kyrv^i/yiHV J -ESr^i-*EIKilia^*<o» 
20 £\ &A%tz*)<D I amt LXs il^HV J -E£ 40~400, 000HAU, 7 KU 7t 
l~500mg £ x L< I4HV J - E £r 4, 000~40, 000HAU, TY3T^r 
30~60mg 3„ 

25 
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%w 12 n ti h <n% mm <t o xmfe $ n s i> ©tii^ v \ 
5 mm 1 ) 

(1) ^xif^v 

8 3§$fp<£> BALB/cAnNCrj ^*f£-e W^M^fC, ■? V CT-26 
lia(5X10 6 »)^fiit, JM^^fctt^Lfco W5fli(:IIS(Ig)^ 
5mm^l-jiUfc:t&^O0^^^O.2rag/bodyCOy7 h v"* T"? ^V, CDD 
10 P)%&#Lfc 0 J£0(&^B)fc^f«l&|Ej(3|E] : 5, 8 

* Meth-A mfc&&m L^mm^(omm^m.m ufc. 

15 

^f/l'liilli LT, (2)HVJ-E3¥, (3)BLMO^$L (4)HVJ-E/BLM 8¥ N 

(5) (6)CDDP HVJ-E/BLM ^|H©#W#S¥$r^:^:L, ^Mfl\Z^>\^ 



25 (mg/body)* (/zg/It£)** 



ZLm-k&m o 

24 
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HVJ-E1¥ &&&&& 0 HVJ-E 0 

6. 5 *t g/tumor BLM ffi 0 BLM 6.5 

6. 5 At g/tumor HVJ-E/BLM J$ 0 HVJ-E/BLM 6. 5 

0. 2mg/body CDDP 8¥ CDDP 0. 2 0 

5 0. 2rag/body CDDP-6. 5 n g/tumor 

HVJ-E/BLM m CDDP 0. 2 HVJ-E/BLM 6. 5 

* : v^^y^WCDDP) t LT 
** : -fVHr~*r<t i^XBLM) i: LT 

10 

(KIR 2) Kftl ^*5V>TLfc«^oaSRCDDP HVJ-E/BLM ^^(^(sD^g^ 
*5 It S Stll0^)m©l5 ft S i#3£ HVJ-E/BLM oltHI (3 ®) &4 SrtT o fc (K 

ft. 2-1) „ $ b CSMl^^TSBMi: «fc t) Ittf (^iiffi^j&r. o fcj§£\ 
SK^ie^wsfi^oit^ttf miNBAg (CT26 anna (Kft. 2-2) *5<fctTB 

15 ALB/c-r^^^fll^T-fe-S Meth-A*BII&(Kft. 2-3)) <W&-§-£m\ 
(Kft2-1) 

(1) ttmftt. (2) CDDP HVJ-E/BLM (#0), (3)CDDP HVJ-E/BLM3 [Uj£# 

20 3¥<D2l 0®&©IB*^fl:^ov^TtfeWSrtTo^: o 



25 *fR8P 

0. 2mg/body CDDP-6. 5 n g/tumor 
HVJ-E/BLM }$^S¥ 



(mg/body)* (/ig/fll0)** 



%M-km& 0 £Ji£Jfi«C 0 
CDDP 0. 2 HVJ-E/BLM 6. 5 
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0. 2mg/body CDDP-6. 5 n g/tumor CDDP 0. 2 HVJ-E/BLM 6. 5 X 3 

3 HI HVJ-E/BLM ®-$m 



* : isxyy^-ls (CDDP) t VX 
5 ** : yu^-^sf i/y(BUA) t LT 

i^m 2-2) 

S^^^W^te^fT^ 9 mi* T'«±|B^ i: RacO^g^H^ U CDDP <£>&i?- 15 

b & K^mmmmimummm^n^ ct-26 £ u Meth-A >m (5 x 10 6 mmm 

10 ^^^tL^P^^^L, ^^itm^D|g*fe^OV^•r^/b 0 



S¥ CT-26 MethA 



15 ttmffil ($)%CT2G O O 

mmm2 (wmcue^^D o 

#J38 0. 2mg/body CDDP-6. 5 p. g/tumor O 
HVJ-E/BLM 

UJB 0. 2mg/body CDDP-6. 5 u g/tumor O O 
20 3 H] HVJ-E/BLM S-^P 



25 
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(mg/body)* (ng/BM)** 



5 0. 2mg/body CDDP-6. 5 u g/tumor CDDP 0.2 HVJ-E/BLM 6. 5 X 3 
3 HI HVJ-E/BLM 

0. 2mg/body CDDP-6. 5 u g/tumor CDDP 0.2 6.5X3 
3 P3 BLM 



10 * : v'*:/ 7^ (CDDP) i: LT 
** : 7U$-?J V^(BLM) £ tX 

(f*|fc4)CTL assay • 
^^^{CdoV^T LfcffiMfcfci£8!j£flS, CT26 iHHJ®4$Sftfc#L®!&&&©?gje 
15 K&l^T $ ftTV^a*^ 5 /&><E>&ftf£fr 5 fc«>* Sb^J £ U IsltR LfcMi*fflJJS£ CT 
26 S$J&T*$lJ8fc U tt»7^Lt^ PA^rfflV^c CTL assay &firV\ CT26 #H#J 

#*t*Sftfc:*3V^t, (l)CT-26#»J|&jfc&88K (2) CT-26W©^W. (3) 
CT-26 JNBliaSJSI+CDDP Jft4», (4) CT-26 JiWJ&gHi+CDDP+HVJ-E/BLM 3 
20 *ft^ftfttMLSttfeKtftLfc„ 

fcfctts cd-4, cd-8 % $fcf^c, v?T-i?^(Dmffl%ffi'<Z>fc.ibMT\zjj<ir 
U CDDPS4 9 0^OfflHgj(ia«IS:«ttlb, littftJSJtefeSr^ofc. 

25 
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(mg/body) * 



Ug/Il^)** 



5 2tfM 
HVJ-E 

6.5 a g/tumor BLM <£>«?*&-§-P 
6. 5 /z g/tumor HVJ-E/BLM 
0. 2mg/body CDDP 
10 0. 2mg/body CDDP-6. 5 n g/tumor 
HVJ-E/BLM 

0. 2mg/body CDDP-6. 5 ju g/tumor 
3 El HVJ-E/BLM & W 



0 
0 

4i?ij£ifi?ft o 

0 

CDDP 0. 2 

CDDP 0. 2 



CDDP 



0. 2 



HVJ-E 0 
BLM 6.5 
HVJ-E/BLM 6. 5 

%m-tmM o 

HVJ-E/BLM 6. 5 
HVJ-E/BLM 6.5X3 



15 

(2) IMS 

2-1) fll^SNflflSW^ 

BALB/c -T£**:B&*fc#CT-26 10%FBS DMEM #Jffi&JflV\ 37^,5% 

C0 2 #£TT*Jg^Lfc o 

20 75cm 2 C^77^^^fflV^TTOt§«^nofc 0 ^)80%='V7/^^>'^^iiLytm, 
m<Xi%^&n<?tz 0 DMEM (10%FBS 10mL <£> V >-^®^S^*£tK 

(PBS) T-jS»J&£ft#- U IraL CO 0. 25% h V 7 P v'^*J it^ lmmol/L EDTA~2Na PBS 
£MJU 37*C-0*M&*:*Wi bfc 0 9mL<DDMEMi§*fe£»]f£, iS'fr 
frUtUOOOrpm, 5#M)KTijWJ&&|Hli|XLfc 0 ±?jfl&*&x 10%FBS ^ DMEM t§Jfc 

25 fc-tjfBI&SrtffRU J§^Lfc„ 

BALB/c 7^ Meth-A ftBJ&tt: 10%FBS DMEM i&ift&/Bl\ 37^, 5%C0 2 ##T 
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2-2) mmmmmmm<omm 

mSQ%=iyy^zc^ \>\zmLtcm<D)%mW&&&&, PBS £fflV^T, i&i77 
* =» &$cft bfc 0 0. 25% h U lmmol/L EDTA-2Na ^ PBS $r^g^P 

U 37rTlNBfl&£i&]|aiLtefcS£T-&gLfc 0 DMEM i#ifc£ffl^-C»<Hfe&, is 
5 ^BtdOOOrpra, 5 #fBI) Lfc 0 ±ffif&|&5&fc, PBSfcSBiBLfc. (1 
OOOrpra, 5#ffl)U ±flt£|fc*& % PBS Srffi^T 5X 10 7 {H/mL |Cp§S! Lfc. 

2-3) -?$X(Dmik 

10 

2-4) J!I0»<DgHI 

9* ^ * ^aatisas £ tm&f£f (260 £/b v >x , 100 n l/s\ t e (5 x 10 6 flg/bo 

dy) £ 59 m<DW)mz&fo®-$. Ltz. 0 &5- LtcW B I- 57 0CC9$b$ l-R 
15 Lfc„ 

2-5) K)«&©|£#tt 

M&)«r* &*6& 5 B i^pJ^(8¥^tt^fii|iJ^L^^oyt) L 
fc„ 5 0^{>lffl^(^@)^5mmm^{Z^o^ilj^Sr, 

2-6) g^- 

Iffiftift-S-UOOO/zl) Lfc. M3il^WS#P^*5V>Tfi N CDDPjft-§-Bffefc:0rSf* 
25 »«rJWrtlrjft4-(l00Ml) Lfc 0 

2-7) JJ13I@<D$IJ£ 

29 
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#40 0 Bi:Ltz 0 ®5-'&3, 6, 9, 12, 15, 18*5,fctf21 

CT-26 ftljfift «fc£/Meth-A MwSg^lIfcl % f 1>«#4& OffiSHi Lfc„ 
5 2-8) CTL assay 

(ftftTOSMfeJ: ^MiHiSr^t) liJU 3ml © RPMI mmOA-otc 6cm M)f-f 

#u vmmmi&*ftM^ mm** y^a-Kij: DBfc*ut. 7mi ©p 

RMI i$?fc&j&Px.T 1200rpm N 10 #fPJ^fr L±*jt£|&£ Lfc 0 $ fcfc 10ml CD RPMI 
£$'J5£Lfc 0 5X10 6 #W|&/ml ICpSU 12well plate 2ml /well <t 

!&s «fc o fctoffo&mm Ltc 0 mm wen ^mmmmt lt ct-26 ttz 0 
mmmmfa<Dftm\*. 1 x io 7 »/ m i ^wii git 100 

15 /il^v>f hv^>>yc»Uliir B 1, 37lC(rTAa!StfCo ^*&3t£ 9ml GI 
TaSfttSriP*., lOOOrpm, 5#P^kU ±»&I&S^ 10ml <D GIT »jRSraPx.T 
ftiW*fe*:frV\ M5&*ftM8r£P>t::fc5-atfrV\ ftftfc lml ©GIT»ttfc*MS 

5 r <t t j; ►? i^s Ltz a %mmfo*m!&mmtf git 5 r t 

K£<9 S 2.5xio 5 M/ml C^5J;5(:IIU mTil5 OJMMBJft «fc tJ HI iJX Ltzm 
20 JiaW^f^if 2ml £8fc!WLfc 0 

Lf«qsfT*te git mm<D&* 2mi Lit, %m&n& e 0 to^ 

Ltz 0 CTL assay ^*5V^ttSK3BeflaSr^-yy h <b LftefflLfc. 

"9[HiRL^WIliiSfflflS^#^$rfflV>TCTL assay Srffofc. 

y>y mmt Lxmm^z ci-26mifo<Dm&*&T<D£i\£ftvtz 0 ct-26 » 

25 &ixi0 7 «/ml {GnmmW kft&X 5llt 150 /zl £® 9 , KiSifcte lraCi 
/ml ©ttAt^^H.fc Cr mW. 150 1 Sr^P^L, 1 f$ffl 37*C^T** Ltz. e 10ml CO 
GUf&m$:Mz.XtoJfo&mifrLs lOOOrpm, 5^Pb1jI^L»^Ih]J|XL^ 0 ±«£ 
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|$£ L 10ml <o GIT »«SrttIx.Tft^ tfc e 3 [I]|li]&f££m>i!fefr &TTo£: 0 
S Rtfcffr:: «fc D # b tbfc#B/iaS: 150 n 1 GIT j&ftf dffiffi Ua&fc 100 tetffc L 
ixio s ^/ml t&5J:5MU hSNDJ® (T) £ LTEnF<0lftffrc/flv* 

fc. 

^OCTL assay ft, . J- 7 * * * HNBJ& (E) k^^y hftfi (T) COJt, E 
/T ifctf**:;iVe*;ft, 80, 40. 20, 10, 5 \ZLfflfe&ft<otc 0 ^-^y mifi 

iilOO/zl (lxl0 5 #ffl/&/ral) Srj&P*., 200/^ 1 t Ltz 0 4 B$f B 1 3 

10 7 < CT**0 ; 3Lfc o 

>-^-^Atlfha"JLfc 0 KiT^ia^ specific Cr release bfc 0 
% specific Cr release=b-c/(a-c)*100 (%) 
a: maximum release (cpm) 
15 b: experimental release (cpm) 
c: spontaneous release (cpm) 

2-9) ^mmmmmnmmmm^rf^>tz.^Km^m^m^Ltz 0 mmmm 

Ltc a &n%jE%VV*lhmic£y)Rj&$:'n\,\ 50 f&*frfc (£t^£ 
^ CD8a • 7 y b£ifr(Ly-Z; Pharmingen) x £t-^£;* CD4a ♦ y y hfciffc(L3T4; P 
harmingen)) b 4'C, -BfeS^S-frfco 7. 5mM h JJ ^^il^(pH7. 5) T'gt^, 30 
OfflftiRLfc^yb • b*^^fa^^=¥lg(DAKO)i: 30 #|!UK&£-£fc 0 9.5 
25 mM h y **gffiiR(pH7. 5) 100 h l/T'hTf^i: 30 

11.5mM h y *«W?fc(pH7.5)-easi£f£, 77^ bVyKIU»)*fi 
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m 

fflk 1 <D&%: 

(Dttmm, (2)HVJ-EP, (3)BLM (D^m. (4) HVJ-E/BLM (5) CDDP (D^M, 
(6)CDDP+HVJ-E/BLM ^IslS4-i¥^8t^4S:ffl!l^: tfc D 
5 W&KL&m^ 10 L 5 E^O 2 (HHC#tfTi*^£TfTofc 0 ^f^K**^ 
T^^-r^^ r t f2(6)CDDP+HVJ-E/BLM ^lH]S:^t3^V^T^^^®J#J 10 EE<^» 

2[Ulst^L/c:[*9 1 (^^^^V^T 5 \!£(DW)%<DMWiWt-ilL<D¥t£)1$L : tt ^77 JCtf L 
fc 0 ^^^¥^flI0Sftfi> (l)#«iS¥ : 1641mm\ (2)HVJ-E$: 1386mm\ (3) 
10 BLM O9#.p:1303mm\ (4) HVJ-E/BLM 718mm\ (5)CDDP <£>#-P : 387mm\ (6)CDDP 
HVJ-E/BLM : 51mra 3 t &ofc D #JW<£>^fli0£fi£ 100%£ U # 

l¥^¥^iSSrtblfei-6i:, (2)HVJ-E8¥, (3)BLM<£>^fl¥, (4)HVJ-E/BLMP > (5)CD 
DP <D&m, (6) CDDP HVJ-E/BLM ^UlS^llfi^tL^n, 82. 9% % 80.0%, 43.0%, 2 
3.2%, 3. ntftitcm Do 

15 

f*ifc 2-1 (D&m 

(DttMtit, (2)CDDP+HVJ-E/BLM ^[H]^^-S¥, (3) CDDP+HVJ-E/BLM3 (C 
DDP &5-'&<D HVJ-E/BLM 0 , 1, 5, 8Bf) ^T^USr^*! U S i» (2) CDDP+H 
VJ-E/BLM ^HJJK-S-P t (3)CDDP+HVJ-E/BLM3 H]|9:-^i¥i-*3Jt 5flM*B*6Ko^T$J 
20 mSr^fco 

^-tw^-rj; 5t-> (2) arc nEo-r^^t?a«?*sggftp>nfeo o)p 

T'« 5 4 EE-CJS^S* bixfc. (0 2) 
^ 2-2 *J«ttT2-3 

25 2-2 Tr Ufcl^ffi^/lS (CT-26 jftt) SS-^StR^^V^T, CDDP+HVJ-E/ 

BLM ^ISm-m TM 1 ECO-e^^-CS#Pt, S0E"^«?^^*3V>-C CT-26 #BHa 
^^S^(»»^^^bfc 0 Lri>U at)0 3E^*3V^T^|gl)l^» 
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ittemzftrteb-r. ct-26 m^^mLtzmmxn ct-26 urn^n 

mm^^mm^m-r^ ^ t nxz ^^tz 0 — cddp+hvj-e/blm3 ®&5-m 

z^ttmrnztLtz (i3)„ %mm%,&fr ct-26 mm^^xh^t^z^^x 

fs^2-3 T-Lfc^JCSoV^TfiCDDP+HVJ-E/BLMSIHS-^tCi X>%M\^tz^^^ 
\Z.®m Lfc Meth-A m$r^-rs r t f2T£ fta>ofc (ID 4) D 

3 CDj&JP: 

10 4" * T» {' t tzMJ®. \Z.i6\^X^m CDDP+HV J-E/BLM Id jo V > T^JJl^^im <b ft 
fc. Ltf>U r<Z)^<7)BLM(Z)^(COV>T, HVJ-E (D^fr&s i" ftfc>*> BLM © HVJ- 
E—ltAO^ (HVJWTv^/^ h&fcfc^fcT) ©tftf^S:L-C*5e>-f N 3*HJC 

^fci^J: 5 fc, BLM & HVJ-E te*£fA<0*&^£*3^T LfcffcifeWMm&Ji 
15 K&^Xmm<OT&&Wm\*. BLM & HVJ-E K£fA Ltz^\zit^<X±< ±& <b1\ 

mmz&nz&z^ bnx*t^>^tz 0 amp &m&F\zm^x bim zmmmmm 

mA-tZm^h, BLM & HVJ-E fc»AU«*jftltlC^Ab3teltftfiM«:iiilll* 

•fr5a*as»*bft4v>n tasww Lfc 0 

20 f*&4<E>i£m 

1 *5<fct)<2 |£*5Vvt U/LK;»j|g*l^*3V>T, CDDP BLM £ HVJ 

• ^O^fi BLM £ HVJ-E fc#A LfcWW«rH#|gfi:# LtM^fe^S- £ 

25 • ys0E&afc#v^T^5toii&&ii^ 
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(1) CT-26 iNDHS^M, (2) CT-26 1®ffa<Dfr&mffi, (3) CT-26 ii«$*i+CDDP 

(4) CT-26 »^S+CDDP+HVJ-E/BLM 3 UlS^Sr^s CTL assay £Tt 
V> CT-26 JNBflSd^S^^ CTL fcOV^Tlftft Lit. *-~7 * ? * — $M&(E) t V 
h» (T) t<Dit, E/Tlt^flb^t, % specific Cr release \Z.£>) CTL ^ 

io mzm^tc 0 &%ms£v Eiit*8o%tLtcbZAi)cT-26Mf&*mnm-- 8.1%, 

(2) CT-26«<Z)^-^W: 8.1%, (3)CT-26 *MgS+CDDP 12.9%, (4) 
CT-26 JM^=ii+CDDP+HVJ-E/BLM 3 |h]&-§-I¥ : 33. 5%k ft o tc 0 

SkJi<Dl&%:*.y (4) CT-26 ttJiaSffi+CDDP+HVJ-E/BLM 3 laS-^^jSV^T CT-26 
mifo\z.ftg&)tt: CTL 0«|*3ftSjBroTV^S^^aS3WMLfc. 

15 

tttt 5 

(l)*fl»», (2)HVJ-El¥, (3)BLMtf)^S¥, (4) HV J-E/BLM $U (5)CDDP <£>^3¥, (6) 
CDDP+HVJ-E/BLM ^HIS#I¥, (7)CDDP, HVJ-E/BLM3 ®&5-m*Wt%. U CDDP &4 

20 £-f\ HE^fe(l3 7,8)^J;t>*^CD-4^^ctU«mCD-8^#mW^m^fe 

{\)nmm\^^x\m^m^^Lx\^mm^<^tm^m^m^t\^ 
mmmm^m^^mmm^m^bntz. mmmm<n<p >bnxn*? p- 

T^^f y^^m^E^^^tLfCo sarcoma o£ 9 CT-26 

£bn^ofc„ (2)HVJ-Ep^*3V^t>i^^^ (l)#!«£f3tf[W]CT*fc<9, 
HVJ-E L^fWi£^"C»^ (3) BLM O&m, (4)HV 
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j-e/blm m\z& v h , mmm<Dffi&x*h o tz 0 
mg^it^x (5)cddp (D^px-fi, mmmm<D)zmct>tz^xmmMm<DMK 

cddp ^^©fe-^-r*^*fcilS»^M^-fr5 r t fiT*£-f , 
I&ftibtu^a£»^c£ 9 cddpS-5-9 0^(DMjimm^fefcn/ctcQi^$ 

tt/c 0 (6)CDDP HVJ-E/BLM ^S^PT-f^ ^^(C®^»^/>^ < ^ 19 % fl> 
^«?(OM^^«m^LTV>6o *^3|sfOlHlHX0{iCDDPS4-9 BBT'fci?, Sfc 

cd-4 *jj;t/cD-8 mnmmmim 9, 10 wean lx^^ak '&r<d hvj-b/blm oji 

M&^-i'it^Si^ftl^o (3)CDDP HVJ-E/BLM3 HJSWT'fi, fll^^BJJSfifS <i: A/ 
15 flfim^T'tt-etLfi^fe^n^r t<Dt£fr<?fc trLCD-4^fcJ:t>*^:CD-8fci^ 

mm-r 5 fci cd-s ^cm^M-r z> ^ 12 <t ^ *r « ctl & a ^ t # $ 

*ltti5, (3)CDDP HVJ-E/BLM3 flt^<Z)EA¥tef*lfc 4 i: 

X CTL {£ J; 6 t <£>T'& S i J-m £ tifto 

20 

(i) mvzimmz is? ^^a&mas c p g-odn &asan-r * - t k «t v 

±%- Ltz&, t (2) HVJ-E/BLM ©BtJgrtift^ i CDDP ©£#&-$-<E>fflJJi#l^f;: «fc t> 

25 • mm<D%Mm%£> e>nfc. 

ctl t cfc aa*^#x. e>n« 0 
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• HVJ-E/BLM tb Z> V ^tt CDDP W^-O^fli^WJ: I ^Ig&feSgtfS&jg-C* fcv* 

• cddp cddp w^*«lS3^*;6s b umtm^m^ntm t> , ^ «^<d hv 

J-B/BLM J: "9 x CDDP «fc 9 jjfeil t o HVJ-E/BLM «fc < 

• HVJ-E fiJU^^^^jg-r^Tv 5 ^/^ f> t UTf^ffl-r5 0 

HI 7 *3 J;tf 8 (D HE ^fe0{^i"5tft^ 
10 Control Ttt CT-26 igMS<E>, tt*ae#!(5V\ hyper chromatin, $CO*;#$<£> 
«V\ «^S^#V^«>gStEfe9fa<ft^Si?>btLa o r (D^mt HVJ-E, BLM, HV 

j-e/blm &^f$^ t &'p<Dm*htimm<Dffi&&mit> hntc 0 m^u^x^n^p 
15 frvm/vx^^mTfr&girttitiZo cddp+hvj-e/blm (Dmm&^x-i*, mmffiufa 

»#4>fc<fc!K y W3RI«ia^<»«)e>ix5 0 HE Sfefewft J: 

«»Jia©IIBlia«S*s<6TtTV^5r tlcJ:5t)W"efe5i:%^P,n5„ CDDP+HVJ 
-E/BLM <E> 3 Hift^-CIJ, BfcA/if*»l&^»«)e>*ff, &ot^»>^< 

mmm 2 ) 
(1) ^ftvy 

25 MB49»^a-^5>^- : E-7 :f ^ 

^^f&^TvW^ 01Jx.<dc Anticancer Res. , 2004, 24(4) : 2225-30. &<fMfEfS;£ 
tLfc^JSfe & o T 5 £ t & X* # -5 „ 
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W.l,mm&ft 7-8mm \Z.t£^fz.m%!)(nMMfo\~, Gl-Ge^m^tl^tKD^-^y'/U^ 

Gl; £m'ki&fr(zi> h M 

5 G2; T K y T*v >f (ADM) 20 v g 

G3; ADM 100 jug 

G4; ADM 20/ig+HVJ-E 5000HAU 

G5; ADM 100/ig+HVJ-E 5000HAU 

G6; HVJ-E 5000HAU 

10 

(2) MJI 





Gl 


G2 


G3 


G4 


G5 


G6 


Day 0 


120 


128.4 


119 


125.3 


117.6 


120.5 


5 


351. 1 


303. 2 


285.8 


266. 6 


199. 1 


423.6 


7 


442.5 


330 


291.2 


190.6 


152.6 


734. 1 


9 


717. 6 


324. 9 


333. 9 


267.5 


151.6 


904.8 


12 


1 188. 79 


331. 74 


426. 88 


333. 01 


217. 84 


1510. 1 


« 15 


2040. 38 


443. 36 


450. 76 


450. 76 


391.22 


2223. 65 


19 


2851. 36 


773. 88 


989. 52 


737. 22 


287. 96 


4587. 2 


21 


3876. 85 


1022. 48 


1220. 44 


976. 75 


490. 76 


3279. 72 



25 *mmwvi*. mmmmmf>m^\-m^ MB49 mm^^^ u 

# 7-8mm t V> ? frft *) ^ temmiC&^Xm£: (eradication) ZfrX ? frtf 
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— ^ ADM 100/xg+HVJ-E 5000HAU &5-&<D 3 m<D%Sfo<D 5 h 1 PSt'O^TfS, 
5 rtL«t «9, HVJ-E <h ADM \Z£ 5 MB49 »ii*tt5^IiM^t^^l|f) 

MB49(^tT±^il®)»^T Ky T-r-f v'XADM)^^^ 

10 (£M 

T Ky7v^ V^(ADM) MB49 <Dffif&4L&m&, ^T60^fe{-«t 9 

WST-8 assay(cell counting kit-8; WMzit&WV&i) Srffl ^"CP^fc 

MB49«i^ij^TKyr^-rv^(^p^ : TKyrv^a> msng^xn 

as^tlOSrlP*., W^^SSr 200^1 £ 96well plate izMU Ltz„ 
15 48l$ffl%X&l£ WST-8 assay K«fc 19 ±?»£r|&*U RPMI ^flfitf 10 ffiF^f? L 
cell counting kit 100 /i 1 S&flPU 1. 5 R#ffl 37tT*#a Lfc„ -r>f * P 

yu-hy-y-?:IV\ 450nm <D^)tSSr®J^Ly u c 0 MB49*fBJ3SW^-e^W^-tir 
100%<d£#§P£ U #»SJ-*5^*^#sp*»l±ILfc„ 

20 

ADM(ug/ml) 0.002 0.004 0.008 0.016 0.032 0.063 0.125 0.25 0.5 1 
2 

25 68.9 60.1 54 48 47.4 34.9 27.6 22.6 17.2 11.7 

6. 7 
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MB49»IISfc*H-£ ADM (D LD^M^it 0.008 » g/ml & <fc LD^ jft^tt 1 m g/ml £ 
4ofc(0 12 #180 „ ! 

r£>a£*«fc!K J»H3trt^ MB49 #Blia, HVJ-E, ADM CO|^)^^-^-^JoV*T(±^ MB4 
9$flflS<Z) ADM ^*Ti-5flKStt«:, in vitro -5 C ttfiifcZtllto 

5 

(3Ufc0)j4) 

Ji«F*3— CO MB49 HVJ-E, ADMO[W](^S4{'ct€)tn:flI^^: 

&m 3 C57BL/6Cr Sic 6 ilfcfi ^ >(50mg) 90|il + ^'>7 

io v> (2mm) lotii ^m^Lith(D^&xmm\z.^mmL, mm\z 24c 

tvv£#A L,KTOK(**« 100 M 1 & lml ^l) y^T'iS4U 1 Wl^x-^ 

1 MB49 + ADM (0.008 n g/ml) 
15 2 MB49 + ADM (0.008 u g/ml) + HVJ-E (5000HAU) 

3 MB49 + ADM(l//g/ml) 

4 MB49 + ADM(1 ju g/ml) + HVJ-E (5000HAU) 
^LfcMB49«^C«5X10 6 cell £ Lfc 0 100^1 £ft5<fc5K!l 

20 fc„ 

k^vt mb49 mi&<DB;mmmit>btircm i3,i5#8fu„ mi 3k*5v>t, 

25 (Mfe) o*v^^SjB*iejia-x?*)S, ADM©a&&±ff % LD 90 K:f@^S£& 

4-&31$fc:m^Tfc,8O%(0l&#rCtt^ 

U |R 4 PfC 5000HAU CD HVJ-E SrSfc&p LfcS^SSl^TtiU MB49 Mcog 
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fflLfc»»tt^<»i?>&tL*^ofc(0/5, SiPHfilts* 100%) ([§1 14, \5&M)o 

rti<t«9> M)ummx^tm49mm(Dmm^mm^m.±x^^tK adm t hvj- 

E Srlfflt 5 r <k J; 9 SrPIik § r t £ ftfc 

^ ADM(lng/ml)K HVJ-E SrAP^fcPtt, ADM Wkm7Ltz.m\Z.\t'<X MB49 tf> 

*/*°?7*f-* (CDDP) iHV j-E^fflictsmni^jm 

10 BALB/c -^^WMrtC CT-26 -r^^^fl&jSSeiaS: 5xlO fl cells/head 

«Lfc„ SHi^ 5 Bf£|£ x HV J -E&itfCDD P«J:5^i^T©l|3 

®J#JP : 
15 #l: 

#2: HVJ-E 

#3: CDDP lmg/kg 

#4: CDDP 3mg/kg 

#5: CDDP lmg/kg+HVJ-E (5, 000HAU) 

20 #6: CDDP 3mg/kg+HVJ-E (5> 000HAU) 

W*5«fc0 t ailia**O HVJ-E «:fflV^T«»S:fTofc#J^©/ll^«©5pi$fli[S:0 
25 1 6(|p**)*3J:t5Hl 7 (iNB/ia**) fc**Lfc. tt*gttteoV*T, fefrB*, 
HVJ-E Ml&-^ CDDP <D lmg/kg S^3#|:*5^ttt, *Nlk::fcVvt*# 
Mtt8B*e>*L&tf»o;fc (01 6(W*3j5)) 8 HVJ-E jft4#Ttt, 
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HVJ-E m<kt%*m. CDDP <D lrag/kg »^#©W«::iM&*#»a&;h,fc 0 

^|Hl£B LtzmM<DT&fc%i&lZ.i\,*X\*s CDDP lmg/kg+HVJ-E 5,O0OHAU*Sj: 
r/CDDP 3mg/kg+HVJ-E 5, OOOHAU Jft##(^ 33-4O%<0»«JK:S«> bftfc (|p*3 <fc 
t/*(BJ3a**HVJ-E<0^#^*JV>T)o <toT, HVJ-E ^^J^ftAi-<5 w £ * < % 

5 hvj-e t mwt 5 £it-cttMKa*«:si- s r i #mg-? t fc. 

(3H»!j5) 

HV J-E*5<fctfHV J<D-?$XffiWi (DC) »[C^t-f-5^ 

io -?yxfi>b<Dffiytm& (do <^[hi«ix 

#©^JSSr«I«ILfc 0 27G fcftti^ y ^Srffl^T, HfiP£|5 
«t 9 MLffittJfe (RPMI1640, tft^S^W) £ftcA£ii:, ffi/jfc J: 5 #K*86ffi 

15 hl^r^— (BD Falcon ft) |:JiU »ii«rB^*Lfc. l,500rpnu 5 ^F^a^lH 
£fTV\ »&H]J|X Lfc„ DC Jgifi (PRMI1640, 10%FCS (MBL, EQITECH ft) s 10ng/500ml 
<£> GMCSF (R&D system f±K 2(4,l/500ml <D 2-^ ~f Y J • — JV (J^T DC *§*&) 

tc, S0tfBia$:KjflLfc o K«IJ«««[Sr*»>yhu DC igitfi i m i 

lxl0 6 cells/ml kftZX 5 fc\ ^HJ§ifi*^pS U 24well plate K# well, 1ml 
20 fcfc$J;$fc||M&£«v^:. 2*; c fctf4 B&K±M££&L/~„ 6 Bftd&i&Jlllti 

DC t HVJ £ fcli HVJ-E t (D&t&m 
DC fc£9-f/U*T*>5 HVJ *>SWi*j&flsLfc HVJ-E J; 
25 iHSiM h^>f>fi^ffiiJ^Lfc 0 DC (lxl0 6 cells/ml) fc*fLT, m.o.i.^ 

20*BSIC*5J:5^ HVJ HVJ-E £ig#WK»J Lfc 0 NF-kBOffl. 
^1^5 N- F i/^- L - 7 x = /l,7 7 = y ^ n n > f ;^ h y (TPCK, 15|iM, 
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5^ ^!10©^/iaM(lipopolusaccaride, LPS, lO^M) |CoV>T fctfcf* Ltz. a 2 0 
Bll*#«rtTV\ ±J&&l§]l|XLfc 0 }£&meW<D IL-12 > IL-6, IL-5 IL-4 
(O-V-j h%<1 R&D system f±CD ELISA Development kit &/8^T$j£L 

5 fc 0 

DC (D maturation klOl^T ti^ftf Lfc„ 

^m^EI 1 8 \Zm Ltz 9 HVJ <b HVJ-E k ©JtffcfcSiV^ IL-12 fi HVJ flMft£:*3 
10 V>Ttt4928pg/ml T*fc5C5{Cl*rLT, HVJ-E "Cft 748 pg/mlT'&tK Bl^ft^^ 
* ■? m&£tlX\/*1t 0 IL-6 fit HVJ jMt'&^Ttt 1066pg/ml L 
T, HVJ-E Til 496 pg/ml T*fcofc 0 IL-4 *J J: <D852»teia t A, if® J?) 
tltefritc (m 1 8) 

hvj-e *j «t t>* hvj T*$iJ»1- 5 r t «t o x lps -e» Lfcw £ v>m&f£ 

15 DC CO maturation P>tLfc 0 
(HffifliJ 6 ) 

hve- }<omm^.imm (r eg d ksh-s^w 
Org) 

20 CT-26(lxl0 5 iNllfl&)£ 96well plate \Z 200^1 (DMEM X 10%FCS ^W) ^Jft 

§20^^»(lxlO 5 «) ^P^fc o *&*fefl DC igjft 200^1 ££&Lfc 0 
*<DmZ. HVJ-E (l0 4 -10 9 /well), $ % \z CDDP(l M g/ml ifc*VMi 3^g/ml) 

hZtl^tlffimLtCo WB\ZBALB/c~?$X J; !>|ell|XLfc 5xl0 6 ^(^J5f 8$»&An 
£fc 0 3 0ffli§££fTofc o »£[h]J|XU T»fcj;^J|H4Tl|8liS(regT)|: 
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HVJ-E, HVJ-E+CDDP<lfig/ml)*5 J;tf HVJ-E+CDDP(3ng/ml) SrfEffl £-£5 Zt^£ 

^x&mm<oMffi* wj<-Em&foftmctoMvrz 0 mi 9*;j:r>*2o) 

m • ikm&KifiDmimm,. mmum(±mm, sm, amm, mmm.mmm.am 
am, mmm, wmm, mmm. mmm, # • 

HVJ-E ^^-Mv^iitiOpTtticfts. t>, 

*mffil$, 0 $ ftfc4#{5S 2004-108599, 2 0 0 4-1 

3 6 7 5 6&£tmm2 005-04463 9£SSg£ LT*5 9, ^*lk<Z5l*lW 
20 tt*M»I*fC±T^$*L5t>©-C*>-B 0 
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5 2. mte,7i^^y<i>v^^^m^^^it^<Dr^^^hvh^, fit* 

10 

<i^*^ 7^K^/^^ tfy^lM/l^lSk ^/^^r>^yU^^ N 

r^-*, ^/i"**^/^ !7^>~T'M/^ sKs^*?^** 
20 T h 0 
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-f 0 

10. foi%m^mj&mmfomm7Fm*mtb, ^<D^ti,xmmmm^Tv^ 
5 s*n (ctl) tam<Dmxmm^M&£i£&itib<D* ^^/^iy^p^i^ 

1 1. fomn^mm<Dmmftffim^m*m$>. j t<Df&%bLxmmfem&Tv> 
io &£mt¥mm\<D{&m 0 

ss*« i o * ?c Ht 1 1 t&mvmm* 
15 1 3. mmk^mmw-y^^j^yx-hz, mxmi o^li 2mm<D®. 

20 ^^fe 0 
25 
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5 

20 

22. ^^tg^^r-t-^^-f n, P |>^^^ y^^^jv^m, 3 

/i-*£k ^-ir^^*^ 7yKW;^ ^y^*?^,^^ ^/u^ 
25 #l£;ft,5£H::M-3- 6^/i^&*T'£>6, ff jR^C l 7 L 2 1 |E«c<D|Smm^ 
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5 

10 2 5. ait^jT'fcSIf^JSl 7^V^L2 4fa^^E^iSa^o 

27. %m % mitmm. mmkm. mxnmm^m, wm&m 

20 

29. ^msp^^±m, amm, mmm. mmm^tntQ^m^hm\t 

25 m*«2 7m®<Dmmmf&® 0 

3 1 . ^«n««©«ds^scu6«, mmrn, mmm, turn. • ^was, m^mm. 
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32. ft&M&m*&i-ztJ^x^y^*~7^? p-zmwf&ftt u it^ 

5 

3 3. ft&M&m*fi^zt7j^x^y^*-^?*-#±mk¥mmmzi 

35. ^rtic^v^ffll^^^^ts^fll^^^gi-srtfcw, 

15 

20 yp-7^v/^^fcfi^^^a^^rF^^n6^T*fc5, |^JI3 4^V^L3 6 
^fCT'&3, !i#JS3 4 £ fete 3 5fB^CQ^»ia^o 

25 
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10 

is 4 3. ^^yj ^*^i/^o-7i)>vtfv-j*<Drmx*t£^z.t*m&b^ 

20 IB©<^^"j£o 

fi*^4 1 &V^4 4|E^<0^rfe o 
25 4 6. ^l^^^V>T^ffl^^^^b@^fli^^*afi-t-6IS^^i!l^-t-^/c 
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47. £&ft\z&^xfcmmft&*ffimL®Mmm*mmi-zfem*mmi-z>tc 
5 4 8. ±i^JhK^x^m^^mmLmj^mm^mi-^mmm^^mm 

5 o. ±^\z^xmm^m^mmLmmmm^mm't^mm^mmi-^tz 
#>(d^ Ti?~/<^bte£vtfc&m*ta*ftm&mmm&'<?#-i:Lx<D > 

15 

5 1 .±fcft^m^xmm$i&*M&£&&tcib<D,±^?''( )v*x-v<u- 

(-/Bv^ <?j/i'Xx-y'<v—7<Di£.m 0 

25 5 4. -trv^-T t^^^^^^^p-^y #y~-&xte^t\ k*W®.k1rZ>m-& 
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55. Rmm&zfu^ji'yiztctezvmm^&jizm&ztizm, hz^n<< 

9, 5 0, 5 1 , 5 4£7il3:5 5B2^<£>{£ffl„ 

^fCT*£>5, m**%4 6, 4 7, 4 9, 5 0 £ fctf 5 4 fE$c<£>&fflo 

10 

5 8. ^^^o^^^^M, was-iawis; 

Si|MS^fcH^^^?>ii{mfcl@-Cfc6, tftjRJgS 7|Em^gm^ 0 

5 9. ^Hg^j^T Ky T-W v^, ^!)yv^'->y x T^A'fcrv'V, TA/Wbf 
15 ^T^t*^^, ^tVl^t*v/V, t^/Hf^^ y%;\s/<is>t.tin^ h^r 

20 v-^^^LT^aiS^m^o 

6 1. t^^/^i^D^7Ky7^ 

25 6 2. Jj£M£f68H- 5 -tyfj ^^r^xyxp^i:/ Ky T-r>f 
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6 3. -fe^-Y $j/i>x^^^u-7&£vfcmi\*®i5-'tz>zt*$tt, mm 
6 4. wm&mmmnmtm&mm, mmm, mmm. was • mw> mmmm, 

6 5. ttWTKyrwc/y, 7^7/^'^ r-Mutr 

^^Vnfv^ actT/Hf^^ t°7/Wt , v'^, ^*/U/<5^^*fctt5 
ifV ha ^P>iitf;ft£'>&< it lST*fc5> 1**^6 3*fcf*6 4iE«®:£ 
10 jfe„ 

15 6 7. wi^7Ky7^v'^ y^y-^-r^^ r^7/nfv'^ 7^f 

^y^iTiyy, ^\ZiV\?*yl/^ \i°7/ls\?-L/y s ^/W^vSfcfi? 
Vis Yv>ti*bM&th%>pt£< t tlST-feS, Iif*3l6 6fEmo^ 0 

6 8. ^«^«©«S:lfelSi-Sfc4?)W. -fe^^>f ^W/W^^^P-^SrW 
20 »i:U gt^t^ffl^tt^-S-iSr^ati-SEJIfi**. 



52 



I 





2/19 



WO 2005/094878 PCT/JP2005/006820 




3/19 



WO 2005/094878 



PCT/JP200S/006820 




4/19 



WO 2005/094878 



PCT/JP2005/006820 




5/19 



WO 2005/094878 



PCT/JP2005/006820 




J 0is #Sf& % 



6/19 



WO 2005/094878 



PCT/JP2005/006820 




7/19 



WO 2005/094878 



PCT/JP2005/006820 




8/19 



WO 2005/094878 




LOO LOOLOO 100 
CO CO C\I CSJ t— t— 



PCT/JP2005/006820 




9/19 



WO 2005/094878 



PCT/JP2005/006820 




10/19 



WO 2005/094878 



PCT/JP2005/006820 



011 



5000 




Day(B) 



11/19 



WO 2005/094878 



PCT/JP2005/006820 



mi 2 



100 




01 1 

0.001 0.01 0.1 1 10 

ADM(£lg/ml) 



12/19 



WO 2005/094878 



PCT/JP2005/006820 



Ell 3 



1. MB49 + ADM(0.008ug/mI) 




100% 
(5/5) 



2. MB49 + ADM(0.008ugfad) + HVJ-E(5000HAU) 




100% 
(4/4) 



13/19 



WO 2005/094878 



PCT/JP2005/006820 



121 1 4 





14/19 



WO 2005/094878 



PCT/JP200S/006820 



1 6 





Af\f\f\ 




J3UU 




3000 


m 


2500 


£ 




£ 


2000 




1500 




1000 




500 




HVJ-E 

CDDP(lmg/kg) 

CDDP(3mg/kg) 
CDDP(1)+HVJ 
•CDDP(3) +HVJ 



1 7 




8 
S 



11 16 



HVJ-E 

CDDP(1mg/kg) 
CDDP(3mg/kg) 

CDDP(1)+HVJ 
CDDP(3)+HVJ 



15/19 



WO 2005/094878 



PCT/JP2005/006820 



18a 




18b 




16/19 



WO 2005/094878 



PCT/JP2005/006820 



m 1 8 c 



14000 




LPS+TPCK LPS 



17/19 



WO 2005/094878 PCT/JP2005/006820 

Ml 9 




18/19 



WO 2005/094878 



PCT/JP2005/006820 



M2 0 




19/19 



